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Figure 1 




(A) Smalt ligand-Caspase Hetero-tetramer (after N-termina! 
processing) 



(B) Single-chain Fv (VL-VH format)- 
Caspase Hetero-tetramer 




(C) Caspase Hetero-tetramer- 

Single-chain Fv (VL-VH format) 




(D) Fab-(Heavy chain fusion) 
Caspase Hetero-tetramer 



(E) Caspase Hetero-tetramer 
Fab-(Heavy chain fusion) 
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Figure 1 (cont) 



(F) F(ab')2-Caspase heterotetramer 
Heavy chain fusion 



. XG) Caspase heterotetramer-F(ab')2 
Heavy chain fusion 



(H) IgG-Caspase heterotetramer 
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Figure 2 
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Figure 3 



x 60 
ATGAAATACCTATTGCCTACGGCAGCCGCTGGATTGTTATTACTCGCGGCCCAGCCGGGG 

-JM K — Y — L — L — E X & h A G T. T, t. t, a a o p a 

Nc;o : . S 

61 120 
A$<?<3CCCAGGTGCAGCTGGTGCAGTCTGGGGC^ 

-M h Q V Q L V 0 S G A E V K K P G A S V 



121 180 

AAGGTGTCCTGCAAGGCTTCTGGCTACACCTTCAGTGCCTACTGGATAGAGTGGGTGCGC 
KVSCKASGYTFSA Y W I E W V R 



181 240 
CAGGCTCCAGGAAAGGGCCTCGAGTGGGTGGGAGAGATTTTACCTGGAAGTAATAATTCT 
QAPGKGLEWVGEILPGSNNS 



241 300 
AGATACAATGAGAAGTTCAAGGGCCGAGTGACT^GTCACTAGAGAGACATCCACAAACACA 
R YNEKFKGR VTVTRDTST N T 



3 °1 360 
GCCTACATGGAGCTCAGCAGCCTGAGGTCTGAGGACACAGCCGTCTATTACTGTGGAAGA 
A YMELSSLRSEDTAVYYCAR 



361 4 2o 
TCCTACGACTTTGCCTGGTTTGCTTACTGGGGCCAAGGGACTCTGGTCACAGTCTCCTCA 
SYDFAWFAYWGQGTLVTVSS 
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Figure 3 (cont) 



421 480 

GCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGG 
ASTKGPSVFPLAPSSKSTSG 

481 540 
GGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTC^ 
G T A A L G C L V K D Y F P E P V T V S 

TGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCA 
W N S G A L T S GVH T F PAV L Q S S 

601 660 
GGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACC 
GLYSLSSVVTV PSSSLGTQT 

661 720 
TACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAJ^ 
YICNVNHKPSNTKVDKKV G G 



Nco* 4 

721 780 
GGCGGTTCAGGCGGAGGTGGCTCTGGTGGAGGCGGTTQCA^GSCGATCGATACAGACAGT 
-G G S — G G G G S G G G O S M A I D T D S 

1261 1320 
GGTGTTGATGATGACATGGCGTGTCATAAAATACCAGTGGATGCCGACTTCTTGTATGCA 
GVDDDWA C H K I P V D A D F L Y A 

1321 1380 
TACTCCACAGCACCTGGTTATTATTCTTGGCGAAATTCAAAGGATGGCTCCTGGTTCATC 
Y S T A PGYYSWRNSKDGSWFI 



6/20 



Figure 3 (cont) 



1381 1440 
CAGTCGCTTTGTGCCATGCTGAAACAGTATGCCGACAAGCTTGAATTTATGCACATTCTT 
QSLCAMLKQ YADKLEFMHIL 

1441 1500 

ACCCGGGTTAACCGAAAGGTGGCAACAGAATTTGAGTCCTTTTCCTTTGACGCTACTTTT 
T R V N R K V A T E F E S F S F V A T F 

1501 1560 
CATGCAAAGAAACAGATTCCATGTATTGTTTCCATGCTC^CAAAAGAACTCTATTTTTAT 
HAKKQIPCIVSMLTKELYFY 

Bain; /HI 

1561 1620 



H DEVDGGSPMENTENS V D S K 

781 8 40 
TCCATTAAAAATTTGGAACCAAAGATCATACATGGAAGCGAATCAATGGACTCTGG7UVTA 
SIKNLEPKIIHGSESMDSGI 

841 900 
TCCCTGGACAACAGTTATAAAATGGATTATCCTGAGATGGGTTTATGTATAATAATTAAT 
SLDNSYKMD YPEMGLCIIIN 

901 960 
AATAAGAATTTTCATAAAAGCACTGGAATGACATCTCGGTCTGGTACAGATGTCGATGCA 
NKNFHKSTGMTSRSGTDVDA 



9 ^1 1020 
GCAAACCTCAGGG7VAACATTCAGAAACTTGAAATATGAAGTCAGGAATAAAAATGATCTT 
ANLRETFRNLKYEVRNKNDL 
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Figure 3 (cont) 

1021 1080 
ACACGTGAAGAAATTGTGGAATTGATGCGTGATGTTTCTAAAGAAGATCACAGCAAAAGG 
TREEIVELMRDVSKEDHSKR 

1081 1140 
AGCAGTTTTGTTTGTGTGCTTCTGAGCCATGGTC^ 
S S FVCVLLSH G EEGII F G T N 

1141 1200 
GGACCTGTTGACCTGAAAAAAATAACAAACTTTTTCAGAGGGGATCGTTGTAGAAGTCTA 
GPVDLKKITNFFRGDRCRSL 

12 °1 1260 
ACTGGAAAACCCAAACTTTTCATTATTC^ 

TGKPKLFIIQA-CRGTELDCG 
Sal I 

1261 1320 



I ETDVDKL & h & L RHJT.HHWH* 
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Figure 3 (cont) 



1441 1500 

CTTTAAGAAGGAGATATACATATGAAATACCTATTGCCTACGGCAGCCGCTGGATTGTTA 

M K Y L L E T A A A o t, t, 

1501 1560 
TTACTCGCGGCCCAGCCGGCAATGGCCGACATCCAGATGACCCAGAGCCCAAGCAGCCTG 
— L Li fi & Q E A M A DIQMTQSPSSL 



t3 

! : U 1561 1620 

AGCGCCAGCGTGGGTGACAGAGTGACCATCACCTGTAAGTCCAGTCAGAGCCTTTTATAT 
SASVGDRVTI TCKSSQSLLY 



1621 1680 
AGTAGGAATCAAAAGATCTACTTGGCCTGGTAGCAGCAGAAGCCAGGIT^GGCTCCAAAG 
S SNQKIYLAWY QQKPGKAPK 

1681 1740 
CTGCTGATCTACTGGGCATCCACTAGGGAATCTGGTGTGCCAAGCAGATTCAGCGGTAGC 
liL IYWASTRESGVPSRFSGS 

1741 1800 
GGTAGCGGTACCGACTTCACCTTCACCATCAGCAGCCTCCAGCCAGAGGACATCGCCACC 
GSGTDFTFTI SSLQPEDIAT 

1801 1860 
TACTACTGCCAGCAATATTATAGATATCCTCGGACGTTCGGCCAAGGGACCAAGGTGGAA 
YYCQQYYRY PRTF GQGTKVE 



1861 1920 
ATCAAACGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTG 
IKRTVAAPSVFIFPPSDEQL 



5. _i 
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i'U 
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Figure 3 (cont) 



1921 1980 
AAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAA 

KSGTASVVCLLNNFYPREAK 

1981 2040 
GTACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAG 

2041 2100 
CAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGAC 
Q D S K D S TYSLSSTLTLSKA D 

2101 2160 
TACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTC 

YEfCKKVyA CEVTHQGI/S S P V 
2161 2206 



TKSFNRGE C* * 
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Figure 4 
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Figure 5 



10 20 30 40 50 60 

CCATGGGGCAGGTGAAACTGCAGCAGTCTGGGGCAGAACTTGTGAGGTCAGGGACCTCAG 
GGTAGCGGGTCCACTTTGACGTCGTCAGACCCCGTCTTGAACACTCCAGT.CCCTGGAG.T..C 
MGQVKLQQSGAELVRSGTS 

70 80 90 100 110 120 

TCAAG.TTGT.CCT.GCACAGCTTCTGGCTTCAACATTAAAGACTCCTATATGCACTGGTTGA 
AGTTCAACAGGACGTGTCGAAGACCGAAGTTGTAATTTCTGAGGATATACGTGACCAACT 
VKLSCTASGFNIKDS Y M H W L 

130 140 150 160 170 . 180 

GGCAGGGGCCTGAACAGGGCCTGGAGTGGATTGGATGGATTGATCCTGAGAATGGTGATA 
CCGTCCCCG-GA-CTTGTCCCGGACCTCACCTAACCTACCTAACmGGACT.GTTAGCACTAT 
RQGPEQGLEWIGWI DPENGD 

190 200 210 220 ' 230 240 

CTGAATAT-GCCGCGAAGTTCCAGGGCAAGGCCACTTTTACTACAGACACATCCTCCAACA 
GACTTATACGGGGCTTCAAGGTCCCGTTCCGGTGAAAATGATGTCTGTGTAGGAGGTTGT 
TEYAPKFQGKATFTTDTSSN 

250 260 270 280 290 300 

CAGCCTACCTGCAGCTCAGCAGCCTGACATCTGAGGACACTGCCGTCTATTATTGTAATG 
GTCGGATGGACGTCGAGTCGTCGGACTGTAGACTCCTGTGACGGCAGATAATAACATTAC 
TAYLQLSSLTSEDTAVYYCN 
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Figure 5 (cont) 



310 320 330 340 350 360 

AGGGGACTCCGACTGGGCCGTACTACTTTGACTACTGGGGCCAAGGGACCACGGTCACCG 
TCCCCTGAGGCTGACCCGGCATGATGAAACTGATGACCCCGGTTCCCTGGTGCCAG.T.GGC 
EGTPTGPYYFDYWGQGTTVT 

370 380 390 4 00 410 4 20 

TCTCCTCAGGTGGAGGCGGTTCAGGCGGAGGTGGCTCTGGCGGTGGCGGATCAGAAAATG 
AGAGGAGTCCACCTCCGCCAAGTCCGCCTCCACCGAGACCGCCACCGCCTAGTCTTTTAC 
VSSGGGGSGGGGSGGGGS'EN 

430 440 450 460 470 480 

TGCTCACCCAGTCTCCAGCAATCATGTCTGCATCTCCAGGGGAGAAGGTCACCATAACCT 
ACGAG-TGGGTGAGAGGTCGTTAGTACAGACGTAGAGGTCCG€'TCTTCCAGTGGTAT~TGGA 
VLTQSPAIMSASPGEKVTIT 

4 90 500 510 520 530 540 

GCAGTGCCAGCTCAAGTGTAAGTTACATGCACTGGTTCCAGCAGAAGCCAGG.CACTTCTC 
CGTCACGGTCGAGTTCACATTCAATGTACGTGACCAAGGTCGTCTTCGGTCCGTGAAGAG 
CSASSSVSYMHWFQQKPG.TS 

550 560 570 580 590 600 

CCAAACTCTGGATTTATAGCACATCCAACCTGGCTTCTGGAGTCCCTGCTCGCTTCAGTG 
GGTTTGAGACCTAAATATCGTGTAGGTTGGACCGAAGACCTCAGGGACGAGCGAAGTCAC 
PKLWIYSTSNLASGVPARFS 
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Figure 5 (cont) 



610 620 630 640 650 660 

GCAGTGGATCTGGGACCTCTTACTCTCTCACAATCAGCCGAATGGAGGCTGAAGATGCTG 
CGTCACCTAGACCCTGGAGAATGAGAGAGTGTTAGTCGGCTTACCTCCGACTTCTACGAC 
GSGSGTSYSLTI SRMEAEDA 

670 680 690 700 710 720 

CCACTTATTACTGCCAGCAAAGGAGTAGTTACCCACTCACGTTCGGTGCTGGCACCAAGC 
GGTGAATAATGACGGTCGTTTCCTCATCAATGGGTGAGTGCAAGCCACGACCGTGGTTCG 
ATYYCQQRSSYPLT'FGAGTK 

730 740 750 760 770 780 

TGGAGCTGCAACCGGGAGGTTCTGGAGGAACCATGGCGATCGATACAGACAGTGGTGTTG 
ACeTGGACGTTGGCCCTCCAAGACCTCCTTGGTACCGCTAGGTATGTeTGTCACCACAAC 
LELQPGGSGGTMAIDTDSGV 

790 800 810 820 830 840 

ATGATGACATGGCGTGTCATAAAATACCAGTGGATGCCGACTTCTTGTATGCATACT.CCA 
TACTACTGTACCGCACAGTATTTTATGGTCACCTACGGCTGAAGAACATACGTATGAGGT 
DDDMACHKI PV DAD FLY AY S 

850 860 870 880 890 900 

CAGCACCTGGTTATTATTCTTGGCGAAATTCAAAGGATGGCTCCTGGTTCATCCAGTCGC 
GTCGTGGACCAATAATAAGAACCGCTTTAAGTTTCCTACCGAGGACCAAGTAGGTCAGCG 
TAPGYYSWRNSKDGSWFIQS 
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Figure 5 (cont) -OJ V 



910 920 930 940 950 960 

TTTGTGCCATGCTGAAACAGTATGCCGACAAGCTTGAATTTATGCACATTCTTACCCGGG 
AAACACGGTACGACTTTGTCATACGGCTGTTCGAACTTAAATACGTG.TAAGAAT.GGGCCC 
LCAMLKQYADKLEFMHILTR 

970 980 990 1000 1010 1020 

TTAACCGAAAGGTGGCAACAGAATTTGAGTCCTTTTCCTTTGACGCTACTTTTCATGCAA 
AATTGGCTTTCCACCGTTGTCTTAAACTCAGGAAAAGGAAACTGCGATGAAAAGTACGTT 
V N R K V A T E FES F S F D A T "F H A 

1030 1040 1050 1060 1070 1080 

AGAAACAGATTCCATGTATTGTTTCCATGCTCACAAAAGAACTCTATTTTTATCACGATG 
TCTTTGTGT-AAGGT'AGATAACAAAGGTACGAGTGTTTTCTTGAGATAAAAAT.AGTGCTAC 
KKQIPCIVSMLTKELYFYHD 

1090 1100 1110 1120 1130 1140 

AAGTTGATGGTGGATCCCCGATGGAGAACACTGAAAACTACGTGGATTCAAAATCCATTA 
TTCAACTACCACCTAGGGGCTACCTCTTGTGACTTTTGATGCACCTAAGTTTTAGGTAAT 
EVDGGSPMENTENYVDSKSI 

1150 1160 1170 1180 1190 1200 

AAAATTTGGAACCAAAGATCATACATGGAAGCGAATCAATGGACTCTGGAATATCCCTGG 
TTTTAAACCTTGGTTTCTAGTATGTACCTTCGCTTAGTTACCTGAGACCTTATAGGGACC 
KNLEPKI IHGSESMDSGISL 



Figure 5 (cont) 



1210 1220 1230 1240 1250 1260 

ACAACAGTTATAAAATGGATTATCCTGAGATGGGTTTATGTATAATAATTAATAATAAGA 
TGTTGTCAATATTTTACCTAATAGGACTCTACCCAAATACATATTATTAAT-.TAT.TAT.T.C.T 
DNSYK MDYPEMGLCI I INNK 

1270 1280 1290 1300 -1*3 TO 1320 

ATTTTCATAAAAGCACTGGAATGACATCTCGGTCTGGTACAGATGTCGATGCAGCAAACC 
TAAAAGTATTTTCGTGACCTTACTGTAGAGCCAGACCATGTCTACAGCTACGTCGTTTGG 
N F H K S T G M T S R S G T D V D "A A "N 

1330 1340 1350 1360 1370 1380 

TCAGGGAAACATTCAGAAACTTGAAATATGAAGTCAGGAATAAAAATGATCTTACACGTG 
AGTCCGTTTGTAAGTCTTTGAACTTTATACTTCAGTCCT-TAT-TTTTACTAGAATGTGGAC 
LRETFRNLKYEVRNKNDLTR 

1390 1400 1410 1420 1430 1440 

AAGAAATTGTGGAATTGATGCGTGATGTTTCTAAAGAAGATCACAGCAAAAGGAGCAGTT 
TTCTTTAACACCTTAACTACGCACTACAAAGATTTCTTCTAGTGTCGTTTTCCTCGTCAA 
EE IVELMRDVS KE DH S KRS S 

1450 1460 1470 1480 1490 1500 

TTGTTTGTGTGCTTCTGAGCCATGGTGAAGAAGGAATAATTTTTGGAACAAATGGACCTG 
AACAAACACACGAAGACTCGGTACCACTTCTTCCTTATTAAAAACCTTGTTTACCTGGAC 
FVCVLLSHGEEG I I FGTNGP 
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Figure 5 (cont) 



1510 1520 1530 1540 1550 1560 

TTGACCTGAAAAAAATAACAAACTTTTTCAGAGGGGATCGTTGTAGAAGTCTAACTGGAA 
AAC.T.GGACT.T.T,TT.TTATTGTTTGAAAAAGTCTCCCCTAGCAACATCTTCAGAT.T.GACCT,T 
VDLKKITNFFRGDRCRSLTG 

1570 1580 1590 1600 1610 1620 

AACCCAAACTTTTCATTATTCAGGCCTGCCGTGGTACAGAACTGGACTGTGGCATTGAGA 

TTGGGTTTGAAAAGTAATAAGTCCGGACGGCACCATGTCTTGACCTGACACCGTAACTCT 

KPKLFI IQACRGTEL DC 'G I "E 

1630 1640 1650 1660 1670 

CACAGGTCGACAAGCTTGCGGCCGCACTCGAGCACCACCACCACCACCACTGA 
GTGTCCAGCTGTTCGAACGCCGGCGTGAGCTCGTGGTGGTGGTGGTGGTGACT 
TQVDKLAAALEHHHHHH* 
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Figure 6 
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Figure 7 
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Figure 8 
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